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DETAILED ACTION 

The RCE dated 8-2-07 is acknowledged. 

Claims included in the prosecution are 1 and 4-6. 

In view of the amendments, the 112 rejections are withdrawn. 

Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

2. Claims 1 and 4-6 are rejected under 35 U.S.C. 102(b) as being anticipated by EP 
0 583 665 of record. 

EP discloses liposomes containing claimed benzimidazole derivatives. The 
phospholipids used are PC and PS in a molar ratio of 1:1. The liposomes and the active 
agents are added to the culture plates and therefore, in the absence of showing 
otherwise, that the compounds are either loaded into the liposomes or adsorbed to the 
liposomes meeting the requirements of instant claims (abstract and page 33). 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant argues that EP fails to disclose preparing the liposomes so that 
the liposome contains the benzimidazole compounds thereof and that the 
pharmaceutical test discloses that the test compounds and liposomes are added 
separately to the cultures of macrophages. Applicant argues that there are significant 
differences between WO 560 and EP 665 such that the method disclosed in WO 560 
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does not necessarily guarantee that a mixture of benzimidazole compounds and 
liposomes would result in the liposomes incorporating the benzimidazole compounds. 
Applicant further argues that that their experiments comparing the liposomes disclosed 
in WO 560 show that liposomes cannot incorporate the claimed benzimidazole. This 
argument is not persuasive for the following reason. The examiner has only cited the 
reference of WO, which shows that a compound can be associated with liposomes 
when the liposomes are incubated with the active agents. The rejection however, is 
based on EP reference and the rejection is a 102 rejection. Therefore, applicant is 
required to show that the product in EP and not that in WO is different from instant 
product. Applicant has not shown that the benzimidazole in EP is not associated with 
the liposome membrane under the incubation conditions. 

Claim Rejections - 35 (JSC § 103 

3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

4. Claims 1 and 4-6 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over EP 0583 665 cited above in view of Aikawa (7,101,532) or Kitaguchi (7,008,614) or 
Schmidt (6,077,529) individually or in combination. 

EP as discussed above teaches liposomes containing PC and PS in 1:1 molar 
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ratio. The benzimidazole however, is added to the medium containing the liposomes. 
According to EP the benzimidazole derivatives are for the treatment of hyperlipidemia 
and arteriosclerosis. 

Aikawa, and Kitaguchi while disclosing liposomal compositions for radiography of 
a vascular disease (atherosclerosis) teach that liposomes are selectively taken up by 
vascular smooth muscle cells and macrophages. The liposomes contain PC and PS in 
1:1 molar ratio (abstract, Examples 5, 68 and 9 of Aikawa; abstract, Examples 4, 5 and 
8 of Kitaguchi). 

Schmidt discloses that liposomes containing are useful in handling 
arteriosclerosis. The phospholipids, which could be used in making the liposomes, 
include PC and PS (abstract, col. 5, lines 24-34 and claim 4). 

Assuming that the benzimidazole derivatives of EP are not associated with the 
liposomal membrane: it would have been obvious to one of ordinary skill in the art to 
encapsulate or associate the benzimidazole derivatives of EP in liposomes since the 
references of Kitaguchi, and Aikawa each teach that the liposomes are selectively taken 
up by vascular smooth muscle cells and macrophages and since the reference of 
Schmidt teaches that liposomes can be used in handling atherosclerosis. 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant argues that both Aikawa, and Kitaguchi teach compounds which 
are contrast agents and have no pharmacological activity and they do not t each or 
suggest using the liposomes thereof to exhibit any pharmacological activity. Applicant 
argues that Schmidt discloses producing asymmetrical liposomes to handle 
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arteriosclerosis and thus extract cholesterol. These arguments are not persuasive. 
Whether it is a contrast agent or pharmacological agent, the references of Aikawa, and 
Kitaguchi show that hydrophobic compounds can be encapsulated within the liposomes. 
These references also show that such liposomes are selectively taken up by vascular 
smooth muscle cells and macrophages. Therefore, one of ordinary skill in the art would 
expect irrespective of the nature of the encapsulated compound' (contrast agent or a 
drug) the liposomes to reach the vascular tissue and macrophages (see Supreme court 
decision in KSR International Co. V. Teleflex Inc., 550 U.S. -, 82 USPQ2d 1385 (2007). 
With regard to applicant's arguments pertaining to Schmidt, the examiner points out that 
this reference is combined to show that the ability of the liposomes containing PC and 
PS to reach the vascular tissue, whether the purpose is to extract cholesterol or not. 
5. Claims 1 and 4-6 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Aikawa (5,387,600) of record in view of Aikawa (7,101,532) or Kitaguchi 
(7,008,614) or Schmidt (6,077,529) individually or in combination. 

Aikawa (600) teaches that benzimidazole derivatives for the treatment of . 
atherosclerosis (abstract and claims). What is lacking in Aikawa is the use of liposomes 
as the carriers. 

Aikawa, and Kitaguchi while disclosing liposomal compositions for radiography of 
a vascular disease (atherosclerosis) teach that liposomes are selectively taken up by 
vascular smooth muscle cells and macrophages. The liposomes contain PC and PS in 
1:1 molar ratio (abstract, Examples 5, 68 and 9 of Aikawa; abstract, Examples 4, 5 and 
8 of Kitaguchi). 
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Schmidt discloses that liposomes containing are useful in handling 
arteriosclerosis. The phospholipids, which could be used in making the liposomes, 
include PC and PS (abstract, col. 5, lines 24-34 and claim 4). 

It would have been obvious to one of ordinary skill in the art to encapsulate or 
associate the benzimidazole derivatives of Aikawa (600) in liposomes since the 
references of Kitaguchi, and Aikawa each teach that the liposomes are selectively taken 
up by vascular smooth muscle cells and macrophages and since the reference of 
Schmidt teaches that liposomes can be used in handling atherosclerosis. 

Applicant provides no specific arguments with regard to this rejection. The 
rejection therefore, is maintained. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Woodward Michael can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



Application/Control Number: 10/670,004 



Page 7 



Art Unit: 1615 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Primary Examiner 
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